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Claims 



1. A controlled release phaimaceutical fonnulation comprismg a 
rubbeiy matrix inckiding a neutral poly(etiiyi acrylate. methyl 
methaciylate) copolymer and an active ingredient 



2. A formulation according to daiml, wherein the active agent is 
opioid, a stimtOant. a barbiturate, an anti-depressant or a 



3. A formulation according to claim 2, wherein the active agent is 
oxycodone. 



4. A formulation according to any preceding claim, which is resistant 
to tampering by redudng the release of the active agent upon 
extraction in a fiquid which is water, etiianol or aqpieous etiianoL 



5. A fonnulation according to any preceding daim. which comprises 
niultiparticiilates. 



6. A formulation according to any preceding claim, ^ch shows at 
least one of the following characteristics (a) to (e) when tested ly a test 
metbod comprising admixing a dosage amount of multiparticulates 
with 1 0 ml of Ae Uquid in a glass flask and shaking at 500 to 600 
oscillations per minute for 15 minutes using a Stuart Scientific 
Shaker Model SFl: 
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(b) 
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15 minutes shaking in water at room temperature: 
less t^'"" 7.5% release of active agent; 
5 minutes standing in water at 50»C followed by IS 
minutes shaldng at the same temperature: less than 
15% release of active a^nt; 

5 minutes standing at 75'C followed by 15 minutes 
shaldng at the same temperature: less than 20% 

release of active agent; 

5 minutes standing at lOO'C followed by 15 minutes 
shaldng at the same temperature: less than 25% 

release of suitive agent; 
(e) IS roinutes shaldng in 40% ethanol at room 

temperature: preferably less than 25% release of 



(d) 



7. A formulation according to any preceding claim, wherein the 

reduces release of the active agent upon grinding of 

the formulation and extraction. 



8. A fbrmuladon according to claim 7, which releases less than 10% 
of active agent when tested by a test method comprising subjecting a 
dosage amount of the formulation to grinding in a mortar and pestle 
with 24 rotations of the pestle and placing in 900 ml water at 37'C for 
45 minutes. 



9. A formulation accoitiing to claim 7, which releases less than 15% 
of active agent when tested by a test method comprising crushing a 
dosage amount in a pill pulverizer sold by Apex Healthcare Products, 
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and then extracting in 
filtering- 



2 ml water heated to boiling on a spoon and 



10. A formulation accoiding to any preceding claim, wherwn the 
ix includes at least one other polymer to modify release. 



11. A formulation according to claim 10. wherein the other polymer 
is an alM ceUulose or a water insohiUe ammonium methaciylate 
copolymer. 



12. A fonaulation according to claim 11, wherein the other polymer 
is ethyl cellulose. 



13. A formulation accoitJing to daim 12, wherein the amount of 
ethyl ceBulose is 10 to 50% by weight of the fomulation. 



14. A formulation according to any of claims 10 to 13, 

5ns the foUowing amounts of ingredients, based on the total 



of the s 



water^insoluble neutral poly(ethyl acrylate, methyl 
methaciyiate) copolymer 
active agent 



15 to 50 



5 to 55 
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15 A foimulation aocording to claim 14. which contains the 
following amounts of ingredients, based on the total wei^t of the 

specified ingredients: . 

20 to 45 



:insohible neutial polytetlQ^l acrylate, methyl 
mettiaciylate) copolymer 




ottxer polymer to modify release 




lubricant 



5 to 50 
5 to 60 



3 to 25 



0to20. 




16 A formulation according to daim 14. which contains the 
following amounts of ingredients, based on the total wdght of the 



"-insohible neutral polylethyl aciylate. methyl 
methaciylate) copolymer 



lubricant 




25 to 45 



10 to 45 



17 A formulation according to any preceding daim, which 
comprises up to 60% w/w of the active agent. 15 to 50% w/ w of 
neutxalpoMethyiacryiate. methyl methaaylate) copolymer: 5 to 60 ^ 

w/w of ethyl ceUulose; and 7.5 to 20% of plastidser. 



18. A formulation according to claim 17. whidi further contains 5 to 
60% of an insoluble ammonium methacrylate copolymer. 
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19. A fomulation according to Claim 18, TPi^ich contains 35 to 5(y^^ 
of an insoluble aimnomum methaciylate copolsmaer which is of low 

LbiUty and/or 5 to 30% of an ammonium methaciylate 
copolymer which is higjity permeable. 



20. A fonnulation according to any preceding daim, ^ch contains 
a bulking agent 



21. A formulation according to any preceding claim, which contains 
an opioid and an ojaoid antagonisL 



22. A formulation according to claim 21 . which comprises 120 to 
300 mg of oxycodone multiparticulates and 125 to 175 mg of 
oxycodone antagonist mialtiparticulates. 



23. A formulation according to daim 2 1 or 22. which contains 
axycoAanc and naltrexone. 



24. A formulation according to claim 21. 22 or 23, which comprises 
melt extruded multiparticulates of an opioid and melt extruded 
mtatiparticulates of an opioid antagonisL 



25. A unit dose of a pharmaceutical formulation according to any 
preceding rlq^"' suited for administration to a human. 
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26 A unit dose according to claim 25. which contains 5 mg. 10 mg. 
20 mg, 30 mg, 40 mg, 60 mg. 80 mg. 120 mg or 160 mg of o^cycodone- 



27. A unit dose according to claim 25 or 26 suited for once a day 



^O. .rV I ■ ■ ■" ■ **wi»»» — 

^ . mMeiired bw the USP Basket Method at 

dissolution rate in vttro, when measurea oy w*'^ 

100 rpm in 900 ml aqueous buffer at a pH between 1.6 and 7.2 at 
37'C of from 0% to about 40% at I hour, from about 8% to about 70% 
at 4 hours, from about 20% to about 80% at 8 hours, from about 30% 
to about 95% at 12 hours, from about 35% to about 95% at 18 hours, 
and greater than about 50% at 24 hours. 

29 A unit dose according to claim 28. wherein the peak plasma 
level of o:=ycodone obtained in vivo occurs at 2 hours to 1 7 hours after 
administration of the dosage form. 

30 A unit dose form according to daim 27. which has an oxycodone 
dissohation rate m vitro, when measured using the USP Basket Method 
«7 11» Apparatus 1 at 100 rpm in 900 ml aqueous buffer at pH 1.2 
(simulated gastric fluid without enzyme) at 37A unit dose form with 
detection by HPLC with UV at 206 nm wavelength; from 10 to 30% at 
1 hour, from 20 to 35% at 2 hours; from 35 to 75%. at 8 hours; and 
greater than 50% at 16 hours. 



31. A unit dose according to claim 25 or 25 suited for twice a day 
dosing. 
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32. A lonit dose form acconiing to claim 3 1 and which has an 
cnycodone dissolution rate in vitro, when measured ty the USP Paddle 
Method (see the U.S. Pharmacopoda XXn 1990) at 100 ipm in 900 ml 
aqueoxas buffer (pH between 1.6 and 7.2) at 37'C of between 12.5 and 
42.5% (by wt) oxycodone released after 1 hour, between 25 and 56% 
(by wt) ojcycodone released after 2 hours, between 45 and 75% (by ^) 
oxycodone released after 4 hours and between 55 and 85% (by 
oxycodone released after 6 hours. 

33 A unit dose form according to claim 31 which has an oxycodone 
dissolution rate in vitro, when measured using the USP Basket 
Method <c< 7 1 1 » Apparatus 1 at 100 rpm in 900 ml aqueous 
buffer at pH 1.2 (simulated gastric fluid without emsyme) at 
37»C with detection by HPLC with UV at 206 nm wavdengtii; of 
from 0 to 40% at 1 hour; firom 20 to 70%. at 2 hours; from 40 to 
80%, at 3 hours; 6om 60 to 95%, at 4 hours; and greater than 
70% at 5 hours. 

o>i A — 4* Ar,,^ nncordinff to daim 33. whercin the peak plasma 



level of oxycodone obtained in vivo occurs between 2 and 4.5 
hours after admioistration of the dosage form- 

35. A controlled release pharmaceutical formulation 
obtainable by melt extrusion and iacJuding a neutral poly(ethyl 
aaylate, methyl methacryiate) copolymer ar«' 
ingredient. 



36. A formulation according to daim 35, and which exhibits 
rubber-like characteristics. 
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37. A formulation according to daim 35 and 36 with 
enhanced resistance to tampering by extraction with water or 
alcohol or aqueous ethanol 



38. A formtilation according to daim 35, 36 or 37. wherein 
the active agent is an opioid, a stimulant, a barbiturate, an 
depressant or a dissociative anaesthetic. 



39. A formulation according to daim 38. wherein the active 
agent is ojq^codone. 



40. A formulation according to any of claims 35 to 39, which 
comprises multiparticulates. 



41. A formulation according to any of daims 35 to 40. 
wherein the matrix indudes at least one other polymer to 
modify release. 



42. A formulation according to daim 41 . wherein the other 
polymer is an allcyl cellulose or a water insoluble ammonium 
methaciylate copolymer. 



43. A formulation according to daim 42, wherein the other 
potymer is ethyl cwllulose. 
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44. A fonmalation according to claim 43, wherein the amount 
of ethyl cenulose is 10 to 50% by weight of the formulation. 



45. A formulation according to any of claims 41 to 44, which 
contains the following amounts of ingredients, based on the 
total weight of the specified ingredients: 
water-insoluble neutral pdfyicttiyl aciylate, methyl 
methaciylate) copolymer 




other polymer to modify release 




lubricant 



15 to 50 



5 to 55 



5 to 75 



0 tD25 
0 to25. 



46- A formulation according to claim 45, which contains the 
foEowing amounts of ingredients, based on the total weight of 
the specified ingredients: 



water-insoluble neutral po]y(ethyl acrylate, methyl 
methacrylate) copolymer 



acthre agent 



other polymer to modify release 
plastictser 



lubricant 



20 to 45 



47. A formulation according to 
following amounts of ingredients, 
the specified ingredients: 



5 to 50 
5 to 60 
3 to 25 
Oto20. 



46, which contains the 
on the total weight of 



water-insoluble neutral poly(ethyl acrylate. methyl 
methaciylate) copolymer 



active agent 



25 to 45 



10 to 45 
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other polymer to modify 



plastic3.ser 



lubricant 




48 A form^dation according to any of claims 35 to 47. wluch 
comprises up to 60% w/ w of lixe active agent. 15 to 50% w/w of 
neutral poMetiiylacrylate. methyl metiiaciylate)copotymer; 5 

to60%Wwofe1i.yiceIltaose; and 7.5 to 20% of plasticiser. 



49. A foimuladon 
cxmtains 5 to 60% of 
copolymer. 



a£«>rxiing to claim 48, which further 



insoluble ammonium mcthaciyiate 



50. A formulation according to claim 49. which contains 35 to 
50% of an insohable ammonium methacrylate copolymer 
which is of low permeabiUty and/or 5 to 30% of an 

ammonium methaoylate copolymer which is hi^ 

permeable. 



51. A formulation according to any of claims 35 to 50. which 
contains a bulldng agent. 



52A formulation according to any of claims 35 to 50. which 
contains an opioid and an opioid antagonist 



wo 2005/079760 - 



PCT/GB2005/050014 



43 

53 A formtiladon according to daim 52. which comprises 120 to 
300 mg of ojcycodone mTiltiparticulates and 125 to 175 mg of 
Qjsycodone antagonist midtiparticuJates. 

54 A formulation according to daim 52 or 53, which contains 
oxycodone and naltrexone. 

55 JV fbrmxilation according to aiqr of daims 52, 53 or 54, which 
comprises melt extruded mxiltiparticulates of an opioid and 
melt ejctruded mioltiparticulates of an opidd ant^nist 

55 A unit dose of a pharmaceutical formulation according to azgr 
of daims 35 to 55 suited for administration to a human. 

57 .A unit dose according to daim 56, which contains 5 mg, 10 
mg, 20 mg. 30 mg, 40 mg. 60 mg, BOmg, 120mgorl60mg 
of oxycodone. 

58 A unit dose according to daim 56 or 57 suited for once a day 
dosing. 

59A unit dose form according to daim 58, which has an 
oxycodone dissolution rate in vitro, when measured by the USP 
Basket Method at 100 rpm in 900 ml aqueous buffer at a pH 
between 1.6 and 7.2 at 37'C of from 0% to about 40% at 1 hoxor, 
from about 8% to about 70% at 4 hours, from about 20% to 
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about 80% at 8 hours, fixan about 30% to about 95% at 12 
hours, from about 35% to about 95% at 18 hours, and greater 
than about 50% at 24 hours. 



60. A unit dose according to claim 58. wherein the peak plasma 
level of o^cycodone obtained m vivo occurs at 2 hours to 17 
hours after administration of Ihe dosa^ fonn. 



61JV unit dose form according to claim 58, which has an 

ojtycodone dissolution rate in vitro, when measured using the 
USP Basket Method «7 11» Apparatus 1 at 100 rpm in 
900 ml aqueous buffer at pH 1.2 (simulated gastric fluid 
without emyme) at 37" C with detection by HPLC with UV at 
206 nm wavelength; from 10 to 30% at 1 hour; from 20 to 
35% at 2 hours; from 35 to 75%, at 8 hours; and greater 
than 50% at 16 hours. 



62 Ji unit dose according to claim 56 or 57 suited for twice a day 
doang. 



63 Jl unit dose form according to daim 62, which has an 
oxycodone dissolution rate m vitro, when measured by the 
USP Paddle Method (see the US Pharmacopoeia XXD 1990) at 
100 rpm in 900ml aqueous buffer (p H between 1.6 and 7.2) 
at 37X of between 12.5 and 42.5% (by ojcycodone 
released after 1 hour, between 25 and 56% (by wt) oxycodone 
released after 2 ho\ars, between 45 and 75% (by wt) 
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>i anA between 55 and 85% 



64 A TJoit dose form according to daim 62 

" oxycodone dissolution rate in vitro, when measured using 
the USP Basket Method « 7 11 » Apparatus 1 at 100 rpm 
in 900 ml aqueous buffer at pH 1.2 (^ulated gastric flmd 
^thout enzyme) at 37* C with detection by HPLX: with UV at 
206 nm wavelength; of from O to 40% at 1 hour; from 20 to 
70%, at 2 hours; from 40 to 80% . at 3 hours; from 60 to 
95%! at 4 hours; and greater than 70% at 5 hours. 



65 A unit dose according to claim 64, wh^ein the peak plasB 
level of «cycodone obtained in vivo occurs between 2 and 4.5 
hours after administration of the dosage form. 



66 A controlled rdease pharmaceutical formulation obtained 

by melt extru^on and including a neutral polyteli^yl aciylate. 
. . ^.t- ,.«r«lvmer and an active ingredient. 



67 A dry granulate comprising a neutral poly(ethyl aciylate. 
methyl methacrylate) copolymer and an opioid analgesic. 



68 A dry granulate comprising 20% to 66% by weig^it of a 
neutral poMethyl aciylate, methyl methaoyiate) copo^er 
and a pharmaceuticaDy active compound. 
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69 A dry granulate according to claim 68. wherein the 
phannaceuticaBy active compound is an opioid. 



70.A dry granulate according to claim 69, wherein the opoid is 
ojsyocodone or a salt thereof. 



71 A diy granulate which comprises a matrix of the 
polyletl^l acrylate, methyl methaaylate) copolymer 
incorporating the opioid analgesic. 



72 A dry granulate according to claim 71, which is 



73A dry granulate according to claim 71 or 72, which 
comprises up to 66% neutral poty(ethyl aciylate, methyl 
methaciylate) copolymer. 



74 A dry granulate according to claim 71. 72 or 73, which 
comprises 20 to 50% neutral poly(e^yl aciylate, methyl 
methaciylate) copolymer. 



75 A dry granulate according to daim 74, which comprises 30 to 
40% neutiBl poly(ethyl aciyiate. methyl methaciylate) 
copolyiner. 
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76.Multiparticulates each comprising a neutral poly(ethyl 
aciylate. metbyi methaaylate) copolymer and an opioid 
analgesic. 



77.Mvatiparticulates according to claim 76. formed by melt 



78.Mialtiparticulates according to claim 78. which take the form 
of a cylinder or are generally spherical, ellipsoidal or " 



79.Miiltiparticulates each comprising 20% to 66% by weight of a 
neutral poly{ethyl acrylate. methyl methaciyiate) copolymer 
and a pharmaceutically active compound. 



80.Multiparticulates according to claim 79, wherein the 
pharmaceutically active compound is an opioid analgesic. 



81.Multipaiticulates according to claim 80. wherein the opioid is 
o}cycodone or a salt thereot 



82.Multiparticulates according to claim 80 and 81. formed by 
melt extiuaon of a dry mix including a neutral poly(ethyl 
acrylate, methyl methaciyiate) copotymer. 
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83.Mtdtiparticulates according to claim 82, which take the form 
of a cylinder or are generally spherical, eUipsoidal or disc 
shaped. 

84 controlled release pharmaceutical formulation comprising 
a matrix including a neutral poly(ethyi aoylale, methyl 
.mettiaciylate) copotymer and an opioid analogic. 

85 controUed release pharmaceutical formulation comprising 
a matrix includmg 20% to 56% by wdght of a neutral 
potytethyl acrylate, methyl methaoylate) copolymer and 
pharmaoeutically active compotmd- 

86.A formulation according to claim 85, and which eadubits 
rubber-like characteristics. 

87 Jl formxilaiion according to claim 85 or 86 with enhanced 
resistance to tampering by extraction with water or alcohol 
or aqueous ethanol 

S8.A formulation according to any of claims 84 to 87, wherein 
the opioid analgesic is oxycodone. 

89.A formulation according to any of claims 84 to 88, which 
comprises multiparticulates. 
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90 A formulation according to any of claims 84 to 89, wherein 
the matrix includes at least one other polymer to modify 
release. 



9 IJ^ formulation according to claim 90. wherein the other 

polymer is an alkyl celltdose or a water insoluble ammonium 



92.A formulation according to claim 91, wherein the other 
polymer is ethyl cellulose. 



93.A formulation according to claim 92, wherein the amount of 
ethyl cellulose is 10 to 50% by weight of the formulation. 



94 formication according to claim 93, which contains the 

following amoimts of ingredients, based on the total weight of 
the specified ingredients: 
water-insoluble neutral poly(ethyl acrylate, methyl 
methaciylate) copotymer 

5 to 55 



other polymer to modify release 



5 to 75 
0 to 25 
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95 Ji foimulatioii according to claim 94, which contains the 
following amoimts of ingredients, based on the total weig 
the specified 



water-insohible neutral poly{etbyl acrylate, metnyl 
^hacrylale) copolymer 




other polymer to 




Lubricant 



2Ot0 45 



3 to 25 
0 to20. 



95 A formulation according to claim 95, which contains the 
followine amounts of ingredients, based on the total weii 



the s; 



jn 




water-insohible neutral poly(ethyl acrylate, memyi 
methaciylate) copolymer 




Lodify 

Plasticiser 
Lubricant 



25 to 45 



97 formulation according to any of daims 85 to 96, which 
comprises up to 60% w/w of the active agent, 15to50o^ 

w/w of neutral poly(etbyl acrylate, methyl methaciylate) 
copolymer, 5 to 60% w/w of ethyl cellulose; and 7.5 to 2 

of plasticiser. 



wo 2005/079760 



PCT/GB2005/050014 



51 

98 A formulation according to claim 97, which further contains 
5 to 60% of an insoluble ammonium meliiaciyiate 
copolymer. 



99 A formulation according to claim 98. which contains 35 to 
50% of an insoluble ammonium metliacryJate copolymer 
which is of low permeability and/or 5 to 30% of an 
• ammonium methacrylate copolymer which is highly 



100. A formulation according to any of claims 85 to 99, which 
contains a buUdng agent. 



101. A formulation acoording to any of claims 85 to 100, which 
contains an opioid and an opioid antagonist 



102. A formulation according to claim 101. which comprises 
120 to 300 mg of oxycodone multiparticulates and 125 to 
175 mg of ojtycodone antagonist multiparticulates. 



103. A formulation according to claim 101 or 102, which 
contains oitycodone and naltrexone. 



104. A formulation according to daim 101. 102 or 103, which 

melt extruded multiparticulates of an opioid and 
melt extruded multiparticulates of an ofaoid antagonist. 
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105. A unit dose of a phaimaceutical formulation according to 
any of claims 87 to 104 suited for administration to a 
human. 



106. A unit dose according to claim 105, which contains 5 mg» 
10 mg. 20 mg, 30 mg. 40 mg, 60 mg, 80 mg, 120 mgor 160 
TTig of oxycodone. 



107. A unit dose according to daim 105 or 106 suited for once 
a day dosing. 



108. A unit dose form according to claim 107 which has an 
oxycodone dissolution rate in vitro, when measured by the 
USP'Basket Method at 100 ipm in 900 ml aqueous buffer at 
a pH between 1.6 and 7.2 at 37'C of from 0% to about 40% 
at 1 hoxar, from about 8% to about 70% at 4 hours, from 
about 20% to about 80% at 8 hours, from about 30% to 
about 95% at 12 hours, from about 35% to about 95% at 18 
hours, and greater than about 50% at 24 hours. 



3. A vmit dose according to claim 107, wherein the peak 
plasma level of oxycodone obtained in vivo occurs at 2 hours 
to 17 hours after administration of Ihe dosage form. 
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110. A umt dose to according to claim 107. Which has an 
oxycxKione dissolution rate in vitro, when measured using ti 
USP Basket Method «7 1 1» Apparatus 1 at 100 rpm in 
900 ml aqueous buffer at pH 1.2 (simulated gastric fluid 
without em^e) at 37A unit dose form C with detection by 
HPLC with UV at 206 nm wavelength; from 10 to 30% at 1 
hour, from 20 to 35% at 2 hours; from 35 to 75%, at 8 
hours; and greater than 50% at 16 hours. 



1 1 1 A unit dose according to claim 105 or 106 suited for twice a 
day dosing. 



1 12 Ji unit dose foim according to claim 111, which has an 
oxycodone dissolution rate m vitro, when measured by the 
USP Paddle Method (see the U.S. Pharmacopoeia XXH 1990) 
at 100 rpm in 900 ml aqueous buffer (pH between 1.6 and 
7.2) at 37-C of between 12.5 and 42.5% (bjr w^ oxycodone 
released after 1 hour, between 25 and 56% (by wt) 
oxycodone released after 2 hours, between 45 and 75% (by 
wt) oxycodone released after 4 hours and between 55 and 
85% (by ^ oxycodone released after 6 hours. 



A unit dose form according to claim 111 has an oxycodone 
dissohition rate in vitro, when measured using the USP 
Basket Method « 7 1 1 » Apparatus 1 at 100 rpm in 900 
ml aqueous buffer at pH 1.2 (simulated gastric fluid without 
enzyme) at 37"C with detection by HPLC with UV at 206 nm 
wavelength; of from 0 to 40% at 1 hour; from 20 to 70%. at 
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2 hours; from 40 to 80%, at 3 hours; from 60 to 95%, at 4 
hours; and greater than 70% at 5 hours. 



1 14 A unit dose according to claim 1 13, wherdn the peak 

plasma level of oxycodone obtained in vivo occurs between 2 
and 4.5 hours after administration of the dosage form. 



1 15 process for pr^aring a controlled release formulation 
which comprises melt extrusion of a mix including a 
neutral poly(ethyl acrylate, methyl methaciylate) copolym. 
and an active agent. 



116.A process according to daim 1 15, wherein the neutral 
polyfethyl aaylate, methyl methaciylate) copolymer is 
provided in the form of an aqueous dispersion comprising 
40% of the polymer which is mixed with the active agent 
and dried to ^ve the mix for melt extrusion. 



1 17 A process according to claim 115 or 1 16, wherein the mix 
includes a plEisticiser. 



1 18.A process according to claim 117, wherein the plastidser is 
tributyl dtrate, steaiyl alcohol at a hi^ molecular wei^t 
pxjiyethylene glycol. 
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1 19.A process according to any of claims 1 1 5 to 1 1 8 
the niix includes a lubricant. 



^.^ ^i~;Tn no wherein the hibricant is 

120-A inx>cess according to claim wncrcix* « 

add. a stearic add salt, or gtycerol dibehenate. 



121.A process 



according to any of daims 115 to 120, which 



comprises wet granvOation of the ingredients for tie mnc to 
be extruded to give a wet granulate, drying the granulate, 
and melt extrusion of the dried granulate. 



122.A process according to daim 121. wherein the wet 
granulate is extruded beibre drying. 



123-A process according to claim 122. wherein lie dri 
granulate contains less than 3% w/w water. 



124.A process according to any of claims 1 15 to 123, whe 
the mdt extrusion of the dry granulate is peribnned in 
twin screw extruder. 



125 process according to any of claims 1 15 to 127. 

extruded strands are conveyed to a peUetiser and cut to 
multiparticulates. 
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126 A process according to any of claims 115 to 125, wherein 
each multiparticulate has a dimaeter of about 1 mm and a 
length of about 1 mm- 



127 process according to any of claims 115 to 124, wherein a 
cutter cuts tiie extruded mix as it emerges from the 



128.The use of a neutral polylethyl acrylale. methyl 
methaaylate) copolymer in the preparation of a 
pharmaceutical formulation to provide resistance to 

tamper. 



129 A method of imparting tamper resistance in a 

pharmaceutical formulation, which comprises admixing ai 
active ingredient and a neutral poly(ethyl aciylate, methyl 
methaciylate) copolymer, and forming a pharmaceutical 
formulation incorpomting the active ingredient in a matra 
^th the neutral poMethyl aaylate, methyl methaciyiate) 
copolymer. 



130 method of administiation of an active ingredient, wherein 
the active ingredient is administered as a controlled release 
formulation according to any of claims 1 to 104. 



